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I m^m 2 ] if ^ 1 sm<^&m9mm{zis ^-^x.m 

IBtKm'*{±. PH7. 5ti3(t'l.rm{a**-2 0inVlJi 

TcofmT^ h^b ^wm b -th&mnmm. 
b^h&m^mm. 

[ mmm 5 ] mim i -4 £ov ■^-rtL-hHztmtTi&m^v 

mm^z^\^x. m.mfmm/^m'mmi. m^mm^z 
^m^tix\-^^^b^^mb-th^m9vmm. 

mmf>zii\^x. mmmm>n\Amx'h^ . mmm^fR 
xfimmm-b-mm.mzn-m^zm^Lx\-^h .i b 
b^h&m^mm. 

mmb-th&.m'?mm. 

[11*118 ] 11*11 1 -7 (7)Vi-r#l;f)Hciatti<7:>^Jti'h 

tJ^cfiv^^T'S-i. i b ^mmb-th^m^vmm. 
[ 11*31 9 ] mam i - s cov -i-rtL^^fHci ai^t^^it^'i- 

■^'mzx^m^-ti>, 

0 . 1 %<^^wmm b r.-^m ^ n ^ ^fMr ^ x 5 y 

-^^>T^'^<-:J'- ( 3 0 U/mL) S-#OiS»?ScO. 

[ it*il 1 0 ] if *JM 1 - 9 <7yv^^ixMzim,<^&m 

9mmifimMmmmx'hh c t ^mmb^h&m^m 

[ if*3a 1 1 ] if*Ji 1 ~ 9 tfoi ^-rnj&HciE«^sj* 
9mmt>mmmx'hhz b ^mwLb^^&m9[-mm. 

CO 0 0 1 ] 

[0002] 



m. &.m9vmm. ^wmi}mi^tix\^^. ^Ki^rn^ 

(nmm'^^iYmm^zm^^mm-^^b lxm. mmi"^ 

[00 03 ] --^^ mtUT V \^-'^&m3khhvAm. 
m.<7y~^\Lmmcr:>mm&m^cnm^^mm<ryzb . mm 
tjiwi-^v^*^'. m^mnz^ti:Km^wct\^i:>n>h 
m.mm.hf^m^z^j:'^x\-^h . ^tihcnmi. ^m<nmf 
{znLxmmM.'^Mmms:Kt^\i^hm'^t^h o , 

[0004] t.fz. mmx^m^ awh^s^JM^^^ 

[0005] 

'fix\.z^\^xh^<mM ■ i'm^mts-rLh+-^x'i± 
m. mzT h e-'i4ftj»2j^^r b'cT^mm^^&mM^y s v m 
^i^^^^fzib. mfifz^mi:^^ibmz. mmmc^ 

[00 06 ] *%0j(4MiatM*sW(^iiatcii<^5r?fL 

■th:ibi,zhh. 

[0007] 

mmimm-tfz^(7y^m'i mt^'^m^mm-ttzisb 

f<z^wm^t)mmm^^'ff'ofzbz^. m^co&mi. 
mmifmMtim\<zmmm\%^^ lt ±3 d . 

ifihhzb^^]i^L. r^%mi^m-h tcM ^ >t « -r^: 

^^m^'.zfHj-h&m^vmmii. m'mm^^3\x 

b^mb^h. 

[0008] tfz. mt^^m9mmf,zi5\-^x . mtmrn 
mmi. pH7. 3[zi6{^hi%min.<nf^w.xhh:i 
b-b-mmxhh. ^tz. mtmm9mmf.zm^x . 

mimmi. PH7. 5tCi>tt^rSta>0^-2OmVlilT 

<r)fmxh^:ibmTMxhh.. ±fz. mt^&m^mm 
{.ziov^x. n'&mmt,ty°'7^iy-^yT^^^-^x 
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[0 0 09] tuldfeJf?Kffl?rWv>T, mm^W 

wmm^ i<z'n-Wi^t\.x ^-^^ztmi 

^irx^-^hzb mmx^ h . 

aWoM ^y^n)ii'^mrj:±m-^fz\i^mi\L^>%x'h 

t-hmmxhh. tfz. mm&m9\-mmi>zi5\,^x . 

X S y-^"> f-'<.-^-Offi***M Q%a±xh 

[00 11] t^ii. y^xs.y—yyr^^'^—^—cr, 
mwimrcDyimizj: oaiis-ri. « 

0 . 1 Xco^mM.mb-^m'^^^i—^WTyX * y 
-yyT^^i-^-^- ( 3 0 U/mL) &#tj"il«f*S^O. 

mimw.tiiSimmxh6:ib^mmxhi.. i/t. mria 

[0012] 

mmc^mmmm] :^wMizt^-/}-^^m9mmii^v^ 

7° ^ X 5 y ^ X 5 y - r ^ ^' - i: V ^ 
-5 tzmmimm ( r 5 y -yvvse-fii^p* ) 

^^ili^m <m^LX^-^^^btmh-h-^z^ tvr>-:> h 

[0013] mt\tmm.mzw.wx^^z. y^tz^^mm. 
» ■ i^Kt'KT^x 5 y-mf^'Chh^bifm.^'^ix 

X\'^h (Kenji kitamura: J. Soc.Cosmet. Chem. Jpn;29 

(2), 1995 ) , t.fz^ r ^h-^4^J»i^|t^i;l.^■r^.^^ 

^\Zm\ ^^itvStt^^lS* lh>fLX V^h ( T . Lotti :Departme 
ntof Dermatology; 28 (7). 1989) . §^>(C. ifeffittP^ 

'fbMAt^^.^r^x s y-y>r^'^-^-^'-vgttj&^'# 

^:«fi(mv) 
r;us-?- +17.3 

^;py -2 6. 5 

i^y;ir -27.9 
-^Afj -3 6. 1 

p^bffiSfi -11.8 
[0020] femm. 



ftf I. i t ( Haustei n : Arch . Kl i n . Exp . Dermatol ; 234 , 19 

69) mmmi?ih.mmmr)^mmm.^xr=y:^\ 

y-y >-T -Srttai 1 7t t V ^ ^ IR^ (Fraki , H 

opsu-Havu : Arch. Dermatol . Res ;256, 1976) jft^^flX V ■» 

[00 14] -r'yX^J~yyT-!^^-^~9~\tT'jX 
5 V(rmm.^Xt>hyyy-. 5 y-3^>tc^^Wt::iSi'^ 

/t» mus.. M^iSK^fi-rt^sjS^ffiT'T^xsy- 
r ^ - ^ ®* t ^ ^is-fb^ I. wmm 
^'mm<. r^xsy-^-yvStt-fb^PRcoStt^^b 

[0015] !RfStfoiE«^flstr9x 5 y- 

[0016] 

■^bti:hmmb cnmm:'(k'&^ixhtiK w&\z\m^ 
m<ritws.bo:>im^^w^'m^f\.h . zzx\ tmmm 
m-mcommwrn^mcommizfrnizm^-^i^ti. mm^n 

[0017] *f^ps*^'y°5y>s y-yvr:?^-^-^ 

'Cr«fi*>'*£7)ffi^^t- t«TS> 19 , t <{i- 1 0 

[ 0 0 1 8 ] ^43, tmmmmrcr^x o i^zm^tL 

PH7. 3cr>Tr i s • HC 1 ffiWIgtftlfi^Pf*^^ 

^ swiSM5it/if*, 1 8l^#^BmaLf^±^i^^«^illI 

m«Mt LEZA-600*fflV ^TillJS t ti , Wmt 

\iLby'y:^^/~yyr9^^-^— (uk) o©** 
t^oM«^aitc^-r» 

[00 19] 

[*1] 

0 
68 
8 5 
7 0 

3 0 

mb^x^mmb<7)mmx-m'&^tL^ . ^fc, immvM 
mm mi^) commxh. ^y^tttzmm^j: 
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Wm(^-T'yX^J~yyr<?^^~'9~ (UK) fflW* 
[0021] 

Sl^tMiB 1 1 8 

mcMM^ 2 0 

-18 

mit^i'y -12 

[00 2 2] miB:S2 J; 'omht^^J: o iz. Mitmmz 

it^i^ >ts: K\,z\tmmm\mm^mmif^ ^>a^<. ^ . ^ 

:m.\m. wmns.. mm. 7mm. mw^. mm. 
\.z-^^-th^m\t-^^^^^^w>m (im) t^:)i(^^mt 

[0 0 23] Ztihi^oib. 3ts^0)!tCioViT^#tCff®^ 

m±^m'^mfimiO[^±. h^\Mm9mmimt lx 
t- !> s mx\ i fi-?io*H;i)^ V <m\mi^ ( Wiirsgeo - 33 

766. #^H^5-77644) fffic7)4iilt t < {±*»ft;^ 

1 c^ffl-^#c^*^'it^ < ffl^ $ tLT & ( #IB¥1 - 190 
625. #MT3-183620. #MT7- 277914. ^M¥10-8 
7434, WM¥10 - 87467, #M¥10 -87468) , 

[0024] --n. m\ms^\%B^n-y5^z%mm^fi- 

Tfco, ^cDmfmmtix&mcni^y-'-^ywbm^L 
xmmt:m^L. mm. rm. umi^m^^^^^tti^ 
^(}tix\,^t. ztLi^comm'i^mizm-:^^ . m-immi 

9/1-^. mfA. m^mbiS,-^^h-\i:fzf7}m'\tLX 
^<i^ tf-^5&»^:fi^tffl \>^^irXifz. 



T4- 63046. #&T6 -76330. #MT2 -23361. 

6-157277. t^ffl¥8-217616. #IB^57-62220 ) , K 

m^tm (^tifW7- 304665) . Tx^fT—^mm^i m 

MT3- 169822 ) mi-M.-^^h-^fz 0 . I ^tiS-^* 

[00 2 5] t*>L^-*^^>, zfit.xmm^^^m'jt 
Lxm\^^c?)izmLfzmimisc^mm (fi^fs. sita 
^i^jsijRS) izm-t^mm. ia3zE^±^^t^t•■^<. 

WB3^ -239728tCt5V ^T0fJtSl^ag'ftffii&*^«e*cOig 

[00 26] |BI«tc. ^^t;ffii^^*^^yv^•^?«^ps*■rs 

T . mmc^m^mi'^iz':>\.^x(&mi^m^mmizmiLfz 
mmim<. tfzT^x^y~yyT9i'^—?'~tm 

m.^hti:VK m^bLXryX^y-yyT^i- 

■^-^-tmt-izvyT^^T—^iz^m^tLhhvr 

>'ytjZ':>\^Xi,mMLfzt:i'b. hVTi-yum'illM^ 

izmm^fi^hc'^co. -mmmb ^ b^hti^^:f}-'yrz . 
-t^xhhMiii^^im-rLhmmmizmm'is^nm 

[00 27] ib^?^iz^ mitm^iii2 . c ocr>m^m 

>It*^'*a^>fLTV^-l.;D^' (#IB^5-117127) . Ztii^co 

mitm^\:Mmzit^-^^ti<7)ijmizX'yxmm^ii.f:ii>(7) 

[0028] 

~W(^&m±Mm^mmL. K-^^cD^m^m.'w^^fz 

i^^^^i>. zc^)iiimm^z-^\-^x. :^mn^mit. m. 
mm^^^-thm'^-! :^ybm.m^^^^L^j:^mitT 

yPS-i^A^ftSS-tir^c:*-^ (HI ) b. ffifpW^^i: 
mMim^^^^ i^V:^ tr^^^fzM^ ( H 2 ) ^it 

[ 0 0 2 9 ] dcT^SSa. ^-Hti^t-J; ^ tcSSa-f :^ > }i 
JKtcf5i?L-cr^xsy— yVT^'^^-^- (UK) pi 

W=5rWri-f --tyJUKT-S)!. 0 . 1 — 5 0 p p m^O^Iigg(c 

a^^x. m^trfi^^-'yj>~^^^^'±fz^{zi,mw^ 
m^izim-m}^a)m^^j:i^±:/}nmhix^ . 

[00 30] ia±wi bti^^. Tyy. 5 y-fyT^^ 

K.- ^ -mmmt3m^z\i^ w ^zwm-m<mi-^x:\i7K- 
-h5i-c. mmhw.<rm^ifim^x^-x^ h^b 
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T-»7MliL^-f*, W.-^LXhi.\\, i:)±(r)i.d^j:imm 
^ .1 i: ii^T^ h , 

[0032] 5 y-^"yri!'f-^-:5'-tdi'>n 

mmts:m&\,ziz.\^x^<m--m^%mi ^>nT v ^-i. „ *5|bj 
[0033] -^wfi<^^m'^mm^zii\^h^wmm.mf 

'^WSsW.<nm^^\±. 0. 005 — 50. OM* 

*f^L<{i0. 1—20. 0ai%T-#)l>. 0. 0 

0 5 fiM%*iSTS) h t *%0jrv ^ 3 mm^+'rfi^z^m 

^fcT. 5 0. 0%^®^.^ tMffKtj&^ilLv^sOTiffS 

[0034] 

n^mc^m^mzm.^. wm. i^^, ig-^t-ct 

[0035] 

A. MYt;-fe»J'>i.F*I-aPMMA^rt'<?)51«;^fT-b;t', f- 
[0036] -MWKMm 



- , if^K , U y ^ T ^' U /L-M^^Xr-;!^ 
[0037] 4!l«^^Sfa^#: 

[0038] ^mmmmfm 

#-fe2 0 1 -f", Ifrfe2 0 2-i-. 5!i^-fe2 0 4-f-, #-fe2 0 
#fe2 2 0-^. #fe2 2 6^. #fe2 2 # 

•fe4 0 5^. ^ife2 0 3-^. tife2 0 4-^. tlfe2 0 5 
*-fe4 0 1-^. RU'm&4 0 4-^^cOW«iIf4. * 
fe3^. *fel 04^. *fel 0 6^. *fe2 2 7^. 
*fe2 3 0-f-, 5^fe4 0 1-^. #-gL5 0 5-f-, 1t-fe2 0 
5-^. ^fe4-^. ^fe5^. 11^2 0 2-^. ^fe2 0 3 
-f", Ii-fe3-^, S.U;'Wfel-f-iOi^VL'3-'>i., yS-iJ'^A 

[0039] fcomiti^, 

:^^m^z^}-fy^h^m9mmizu. :^wn(7mMim^t> 

^\ mmmmL ?um. ^m-mmi. mmL tju 
^->m. r.^*fi!c^. few, 7j<'[4fi!c^\ 7K, 

[0040] XT^hKr-^hU'^A, xf'hffi 

A . y y h y a . ^VL-n ym. oy 

^)vv iyym. y^) ')^ymiii.t/^<^tmw^fz 
ii^<n^m<^mm. f^syc. Txa;u}zymoym 
^^^y^M.. T7.zi)v\i:ym^)v-3yY . Tfi^y'i- 
y. ^^^y'J^iom&m. r>u^-y. wjywcor^ 
yMRific^mm^. y/pyb-x. -^^y-x, xy 
xyt — bwsa-x. ^i^yi — ;i/^<7);^^fc" 

[004 1 ] :$^mnco&m9\-mmit. mtmm. 9 y 

—A, ILjS, a— i^ay, y ryx— i^a V, 

■th^ti>x'^. mmi,mt,zmh^^\\ 3|s:^bs(c*>*>^ 
^^^rnmit. '^izmmEmcm^^mmcoiimii^mi 

X'h -o fzK'^c^Mmzm.ixfz^^^^-t . 
[0042] mmmi. OTco J; 3 tc^a^ixS , 
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1 0 0 4 3 ] 0 mmtmmiz^x^mmb l 
h\yx. frill, m^it. mi^m. ^m^^b'i>mf(:>tL 

[0044] 

immn mz. mrnm^mifx^wM^^i^izmmiz 

mm'ti>:f}K :$^^mcommmmiizixi,mmmizj: o 

ai%T-j^.i.o t-r. ^^mmmcowmiizm^-^i^tihTy 
^Mi^mMmyjm^^hmz^<D'^mz-:>\^xmm-i-h. 

[0045] 1. Tyx^y—^yr^^-^—^—mM 

■ mmimMm ( in vitro) 
(1) mmc^mm 

[0046] {2} y^xs.j-yyri^i-^~^—m. 

M5|^4SS7K20/<Lt3Tris-HCl buffer( pH7. 4) ^MtX^ 
M*180//Li:L. ^ .I^clO//g/IIlLc7)tfi|EfrM'>^^-^- 
*^6®L. ^M^l5]JRL3t„ S/?>fc-^£7)Tris-HCl 
buff ert2Tr;3^*^+^^tC^?t L . t ft^-^i:) 
it. >IfLSr.*iM*^n^-^— fejgffih Lf^o TintElize 
uPA (biopool) ^fflVK ELISAStCT*©*'>0^-t-— 

[0047] ( 3 ) 'r'7x 5 y-yyr 

mm mm) 



ISffS}S7j<20AeLtCTris-HCl buffer (pH7. 4) ^jDtT^ 
SO^ttSS'^^-^JjJcSMT*-!. S2444 (CHROMOGENIX) 5:20 

J; s u^-t-^mmmm^w^ \^fci . 

[ 0 0 4 8 ] 2. W^Km^^^WM. ( in vivo) 

( 1 ) 'im<mm 

in vitrof^OMiilia. ^)V^ . ^^Ail. ij^ 

uy. •fe':t7>fh. ■ty-9--<v. y-fs^yy. bh-n^ 

^' y . Rvmtm'^ b fficof?^* b coi^^m ^mmbL. 
# 3 rommyk^imLxismii^z x -oxmm^ft^mM 

[0049] ( 2 ) m.w.tim±m^mm 

54^^0^ttyN°^^;^cOfflmilJS|52*FiftC, 5%SD S7j< 

mmmbfzmm (2x 2 cm) ^sx i s^^PbIus 

L. 'Smiim\'^mk Ltz^^;HZJU^;V^bizW\K)H 

nrmmmmyKb . Mmb lt/k^o. sm L-r-oM^s t 
fc(n=3) . ^(T^mi^^isrsmKimL. mBi^zmm^a 
t:+^izm^ L . eo^tm Lfzm sDstcj;'5TS®$ 
n^^mMncnm&^mm l . armmmmiz hb-^^ 
mj^.&Hmz. § i,zMm.miiLbmmmii 
mmm.'^M&^iib. ziii^mmzbiz^tiL. 
commmjmM^iz i,b-i^ ^Mf^^osss* l 

;to ISSSin vitroC?)|Sat-^:b-1tT^3tS^-r» 

[00 50] <Emi?*s*> 
h, 

ip*o : 

[005 1] <KWamir.%mm^> 

© = ^5 fi^\zm%-h D : fp *ii 6 m± 
o = ^^^sija.?) 0 : 4 4 « 5 

A=KihllI|B]ft D : 2 i ;t{± 3 

X=4i^ : fPjSH 1 lilT. 

[0052] 

[1^3] 

wm% Piw*% i?9it^*. 



68 


15 


X 


60 


10 


X 


82 


5 


X 



(7) IH2 003-12488 (P2003-12488A) 



7J A J ^ 


DU 
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^•—A y 1 1 






X 


^ J / 1 1 


uo 


n 






oU 




X 




n 




X 




11 

li 






-y U -h^iV 






X 








X 




A1 

4r 




A 

Za 


K-ftlWti-Ht KnJf >^r>'^^:5^>^ b ( 1 : 1 ) 


23 


20 


A 


P^tWp^+Hr'^^-f h ( 1 : 1 ) 


33 


22 


A 










m\tm^^^}v^ (1:1) 


55 


55 


o 


Btl[:Wp^ + V^* (1:1) 


51 


50 


O 


P^bWJ+^-U^ (1:1) 


65 


42 


o 



[00 53] *33&^^>HI^>3&»=SrJ: otc. fPfiifL;t*l11^ 

1 ) x'rTVym'ey^^'v^v K 

2 ) XT-ry;i^r;i'3-;i' 

3) s-yu-^ 

4 ) 9yui^ 

5) p. O. E (2 0^;k) y;t^b' 

7) 1, ;P 

8 ) ^"y-by >- 

9 ) WM/K 

10) K^tffiia 

11) r^/l^:? 

t>---Ci^-tc?L^L. J: <3&># ^-IfW^, 3 O-Ci-C?^ 

[00 55] 
[m] 



[ 0 0 5 4 ] *4 \,Z\im(m^h. ^/Pi^iOSE-^^t^t-o 



2. 0 
4. 0 



3, 
5, 



0 
0 



2. 0 
20. 0 

5. 0 
5. 0 

5. 0 
5. 0 



mm 



o 
o 

A 
A 



[00 56 ] ±ia:a4 i *?HgA>/j^^-J; 3 tc, MibffiiS^ 
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tim^mmizmmm^^^fzubbtm^ti 

h.ti:i-i. mm\z-mmmi-^y^fz%^\z{, ^ \m\zm 
>^(ryWi\^imd)-^v^ni-^\,z\mm'^^.-th'm\\zt, 

[ 0 0 5 7 ] ^rtj. -^mmzis-is-h&mv^vmwt. mz 

^m:n^z\^x^-^hmmmzm^h3mmmmhWh 

L. mmL^¥iH-y^fz%^\.z\t. mwm^'^cr>fz}im 

(N. D. ) tt^. mmw[(nm^-T:i<i^m^mims^. 9 

(-Mi^s) tmmm^c'mmz-:>\<-^xmii'^'y 
m.mizr>\^x. -^m. mw:fjmi^t i^^zx^rm. 
n^mcom-itm^^nti. mmi:^mt,f}^^j:Xdi>z. 
a *) , ^mAmMmmizwmzmmLx\.^:i> z t mM 

[00 59] 3 . m^mm^mmmmi 

( 1 ) Th ^'~'\tskmmzm-^^'\imm 
mmtLx. m5i,z^s-t^-'^ay^m\>^x. rhb°- 

^trUx^p-y^'U n— o o 

(60 mith-^i^m 

#W 

[0064] 

Ma ^^Bgfcr 3 
i:t«irf6 1 1 

4 

it^ta 1 1 

g# *ISBHn°n 1 
JrtKtffi 1 0 
[0065] mei)>hBM(:>'f}^^j:Xol,z. :^^BMcr,\=t~i^ 



[00 60] m*>. mmi>L<i±'pm&tmm^ti^r 

ifxzmt mm^^^mmmc^mmt^:^^Mwmzm 
nb^ithu&^mm^&tLx. mizi±:^mmttt 

2i^n-v 3 y^, iE^mimizwi'owm^<^imm 
iiUziBmmzm. mmmmim^-^fz. mmm. m 
*i. mm mm) . mmm^z-^\-^xmm&wm^n^^ 
^\ liiTcomf^^zm^'^w^trimfz. ^i^izim&2t 

i:Xf<nm'&m^\>zht'^^^mm^^m^Lfz. m 

[00 6 1 ] <M&Mm> 



fP*4 








ffP*2 




fpjsl 









[0062] 



<e!c^**ij^2p> 



[0063] 
[^5] 



2. 5 
2. 5 



12.0 
7. 0 
1 . 0 

40. 0 



im^u 1 



5. 0 
12.0 
7. 0 
1 . 0 
40. 0 



[«6] 



2 3 

2 4 

3 1 
3 3 

3 4 

4 4 



12.0 
7 . 0 
1 . 0 

40. 0 



0 

1 

0 

1 

0 
0 
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[00 66] (2) =-^^mzn^tm))mm. 

[0 0 68] 



16-24 SO*:tt^ 1 0 ^ Sr . ^^^115:431^ 

{ A K jlEtt*^^* ^{iS^tL/S^^ti { B } ^: *S 

^Hz^-t. 
[0067] 



io:S4'8:siiLh;i)> {A} tmm 

10^415-7^*-" {A> tfF« 

mi} 

@ A 



MSi^J 1 ?L-fti7 r yf-v- 3 y . 



[0069] 



m5) 




% 


1 ) xirryy^ 


0. 


4 


2 ) -I'V^^TUVli 


0. 


3 
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